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Xff 7x-;wi 2 3 4-r KD^ V:^y >120 kg25: J/ h ^l' ^ 600 L<7)^I^tl 
^s^^^nL ;tMl«:7K400 L-e^itt/co «^v7.4 kg. Tic 
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#f ^i>c V V 7 X t-> > -^^EtOAcMo . V 7 X t V > o * ^ ^b^i^ A. 
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*fsM-7xx;W-1.2.3,4-r h 7 t: Kn^ y 'J ^^5.00 g> ^^^^>'f ."^j^i'^jf. 
;p;}?x;wi;^ 5 ^y-;W.26 g^^Dx, MST'SO^S-m^ tfCo 7K25 mL*Snx.-CzlOi^^^ 

T^iSI (R)-^^^Vv;y-3-:a-JV3.65 g. b;vx>25mL, DMF5irL<7)rS'^i^U7|C 

^'^K:^^'/7i^l.oog^:mian-cipl> 100 "Ctcini^tfcMt-TSTtv ^'^'-^^i^-' 

s'mL^SP^/Co 110 °C-C3B#raMt, J^*PL-C7K25 ° 

25 mL-C«fe^L, :#«ll^Smm3.25 g&0=^TKl8 '»L<^2t?T**2 Jr^/J^sSjf 
EtOAc 34 mL. Mm*';7A5.28 g25.lf7Xl4 iiiL<^fI-^tf*Jn;c, #<bti/i^«ll «r7X7 mL 

#In/'V';7xt'>>t'. EtOH 12 niL> EtOAc 28 ^hV^^^^^m.U g^riP 

TLXiml. 30 W50 -cs-eini^l^t/co 50 ^-^2i^TO»t^^*fc> 5^ 

^:64tT0 t:iCJ%SPt, =l?tmL/c^§B^HtM^ EtOAc 8 BiLX*2lil«fe^L-CilSmTM 
n/N^^^V >; 7x-^>'>9.013 glrfe'fe^^ii LT#/::o 

V-;7xtv>'^l00%fcL/c^^W^*^i:tT«,llC75to ^S^^lATfJ'j^ 
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25 *C-ei^ram#t/io 7K)i*33-?it. «ii^r7Xl5 mL-e«fe^t, M^t^ETh 

*#tk7t5S^l^ b^l'^^e? mL. DMF 3 ml, (R)-^^ ^ 'J v :^-3-t-^W3.65 g, t 
.^Axhi^^vKO.33 gt^?atCT*Px.s im^mLtffi'hmmiMmLtzo E&m^^^ 
ant. b;i'i>'20 mL. 7lCl7 mL=&]UDx.T»L> W7X17 mLX^^^m, «l^Mm3 
.25 gJll>'7Kl8 inLOti'S-t/-C'«3mL/co =f#(bn/i7K® mOAc 34 mL. ^^*'^/jl!:28 
g2ltJ^7lcl4 mLWm'&tl4rJDx.. #<b^x/c*OT**7 raLX-mWrLfzi^t. M=SritET^ 
(lRS)-l-7xr:;i/-l,2,3,4-xb7V: Kn^f ydry';>-2-:^;^'Ky^ (3R)-^i? 

# h fifz (IRS) -1- 7 :c - 2, 3, 4-r b 7 1 K o V * >-2-* >m (3R)- 
i^^^V vfV_3_>f ;i/x;^T;H::EtOH 6 mL> EtOAc 14 mL, 3^a^7^1.30 g=Srl)n;l'CtlDf^ 

zmmnttz^t. zmmT^i^nxo vitnnt. mmuz^^aim^. eioac lo mi-e^ 

if-LTMfiET^^L> n/N^'Sev >; 7xt->>^2.855 g'^rfefelS^B tT^f/i 



•C #JK^EiSiSL/Co i<^^j£t:: h^^^>20 mL«:Jnx> kM^ U '>i^5.00 g:S.t^7KlO 
OmL, *U'>Atert-7'h^'>Kl.91 g**Dx.. 100 t:-C5B#^lWL<^iP Lfct^, 7K15 m 

iT2mm^L. nhntz^m^^BLmmLfzo mw 5 mL. EtoAc 11 mL. nMi^mi.ii 

yi; 7x:h'>>O5lB^0.002 g^iP^/io 0 t;ic?^*p^. Wtb t/c^^^lSi^, EtOAc 10 
iaLt:^^LX^S.y^mU =i/>i}'mv';7xtv'/1.263 g^rli-fe^^i: t-Ctf^Co 

[0 0 5 01 , . 

mmn 2 -e^i e. iiT^c 3 ^^ m V 7 X t > <7)^fc^^tt#^^fi t , v v 7 x w =sr 
m%tLfzm^<D^mtvx^iK7fi-to ttz. %mm2xmhMz:=i^M^my') y ^ 

[0 0 5 11 







mmmz 








0.07 


0.27 


7.35 


4.51 




0.74 


0.11 


1.70 


2.33 




ND 


ND 


0.04 


0.14 



^:i3, TNDJ i:t±i^m BITOT ^ii;i*L, ;fei3J:^0.005%Jil.TT'*;i.Ct Stttc-To 
[0 0 5 21 

;ii^^3 , 

^rDn*;i/A100 iBLpf> b 'J .x^^VT >16 g, 4-->V f-;V/7 < ^ t: 'J v >0. 1 gTO 
T 10 "C-eCR)-^:?? y/-3-t-;H0.0 gt-^' nn^^X'^;H2.8 g^rJin^fwo 20 

■clc*niat> 2B#^«M> 7X50 mL=Srjnx., #t>tL/c:t^i«r7ic50 oLvmmk. ^^m 

;U7.24 g^#/c OH-NMR (DMS0-d6. r > 7 ^ VP^BU^^) : 51.21(3H.t,J=7.2 

aiE# 2005-3036624 



2004-133283 



^-v: 16/ 



Hz) 1 26-1.37(lH.m)a.42-1.53(lH.m)J.55-1.70(2H.m)J.91-1.98(lH.m). 2.48-2. 76^^^^ 
j:3 06-3.17(lH;»),4.n(2H,Qj=7.2Hz).4.56-4.64(lH.a.).Kft;^^^ ^ 

Hi,, DMF0.5mLOii^tl4'. ^ h V b v K0.21 g«T> 
(R)-if^i^'Jv>-3-'f;vi;^r;n.OO g, (s)-l-7x-;i'-1.2.3.4-f h jti hn 

^vi*^y>j>i.05g*. M*ig*$-*^:^^e>7B#TO#u i^i^f^rf"^^ 

iitt, v; 7xtv>0.22 g^r^l/wo X , .1 1 c 

»H-NMR (DMS0-d6> f b 7 > 80 "C) : 5 1.25-1. 38(lH.m .1.41-1.5 

3^) f5lr65(lH..).1.66.1.77(lH..).1.87-1.96(lH..) 2.4 

5 m, m) , 3. 33-3. 45 (IH, m) . 3. 82-3. 92 (IH, m) . 4 . 62-4. 69 (IH. m) . 6. 26 (IH. s) . 7. 12-7. 33 (9H. 

m). 

■ g:fi>?.'^^ h :m/z 363[M+H]* (FAB) 
[0 0 5 3] 

h;Vi>90mL. DMF4.5inL(^^^%*> t h 'J 7 A> h K0.36 g#«T> (S)-l- 
7x-;v 1 2 3 4-rb7t:Kn^v^y';>-2-*;V'K>'m ^ ^;VJ:-;^r;V9.00 gi:(R 
)_i^^^../v>-3-:t-;W5.14 gi:«r, «t^^*$^^^7i^^8^f^ES$^t> l-7x-;u 
-1 2 3 4-xb7ViKa'fV^/';>-2-7!;;V^>'i? 2-^ ^;V^ ^-3-'f PI^-:^^ 

'(iJ)lT> Rb^WJ ) ^f^>fri-*V';7xtv>M«:#^>:o 

im^l 4 A -e# ^ f^fz V U 7 x t V > W>fk^i|^D<7)^^m . V U 7 x ^ v > 4: 100% 

t yi^^<^^%^ i: LTS 2- tc^to t fz. mmm iAx-nh mz v u 7 x t > (^^ft^ 

±E^M^ 4 At:#<b;i^fc^M0.01 g^:. V >m7XS-* U 7 f;/^^;^. 
■ClOOO DiLi: Lfc-(BltCi; :.m^JDx.TpHt6.0HP3iU/.^8L700 ^^^JJ^f ^ ^^^^^ 

WlO f.li. ^o^#T•»^^•r^77 7^^cJ:r)E^^rtrv^ li - M« i 

: ^^^M^tmit («0«:S : 210 hm) 
j!; : Develosil ODS-UG-5 (150 mm X 4.6 mm ID. Nomura ChmiczmU) 

3!7 9ASE:40 "C 
10 0 5 5] 

b )Vx.y\2b mU Rm') '>A19.8 g^ 7K75 mLOii'^!^'=f . (S) -1-7 x^jWl, 2,3,4- 
r Kn-f v^y >; >25.0 gS. :^ v ;^ n 'J K*;V5Kt- b24.5 gOn;c, 20 
'C-e4B#Km#t, ;tmi«:7i<:75 mL-er^^L/«:o ^#^bt^y;:*TO^:M£«lit^ vV^r 
;i.*7A^'n-7h^'-77'f-t?fflmm, ^'i^^t. (S)-l-7x::i;V'-1.2,3,4-f b9t:KD_ 
>f V^/ 'J ^-2-* '^>->';VJ^>^T-;V38.0 g«:#/w (^H-NMR (DMS0-d6> Thy 

> 7 V l*IflStim) : 5 2. 73-2. 83 (IH, m) , 2. 84-2. 94 (IH. m) , 3. 31-3. 41 (IH, m) . 3. 8^3 

. 96 (IH. m) . 5. 12 (IH. d. J=12. 8Hz) . 5. 18 (IH. d. J=12. 8Hz) , 6. 28 (IH. s) 7. 10-7. 38 (14H. m) . g 
g;^^^' b;v : m/z=344[M+H]MFAB)) , 

/Nj > i;)V7)V 3 -;l/0. 19 gt^mtV V 7 A0.04 gJ: iJ b 'J 7 A'N y v^;u 
TJW^i^^v'K. hJVi>15 mL. DMF 0.75 mL(7)^i'^t|ff^ (R)-^:5( 'J i^>'-3-^-^H.3 

tlilEJ^ 2005-3036624 



004- 1 33283 ^"'^ • 17/ 

ii^a 4 B Tit P, ttf. VV 7 X :h V ^ W-fk^t/EcO^^t^ ^ , V 7 X t V > «r 100% t 

il(t<D7r-m<^t^^ (%) = ATi / AS / 2 .,,,«,^.^v,^,,n -7.+-^V(75 

i^iB^ : (Si^-i&S : 210 nm) 

?:7yA : ODS-A, A-302 (150 mm X 4.6 mm ID, YMCttil) 
* 7 ASS : 40 "C 

at* : il^l mL/:^ 
[0 0 5 7] 

*?^i^75 mL. 'itm* u A10.43 g, 7ic45 mL<^ri^'^*> l^l;'-L" t^"^:!' 

•r h 7 b KD ^ y yj > 15. 00 gJlO^^' a a V "/n t ;J/9. 22 g«rJn;c. 20 X: 1 2 

-7x^;v-i.2.3.4-r b 7 1 Ko^ v^ / ^^-Z-*^^*^:^/^,':;^:^:'^^'^'^?,!^^^ 

21 71 g^ntz CH-NMR (DMSO-de, f b 7> ^;V'>7 >rtSI5W. 80 r) -/l-lS^f- 
d;j=6.4Hz). 1.22(3H. d, J=6.4Hz). 2. 73-2. 93(2H. 3- f -J^jlH- ' ^ f "S^^^ 
(Ih. m), 4.80-4.91(lH. m), 6.22(1H. s). 7.06-7. 33(9H, m).®!:^-^^ • 1^^-29 

't-ya!^y-;V0.20 gii^m:^ b 'J >>i^0.08 gJ: ►JllS^^x/ct ^ }^/°f;f 
i/K b;vx>20 mL. DMF 2.5 mLW?I^t)^> (R)-^;< V i^>-3-*->'i'2.58 gi: (S)- 
1 7 X i;wi 2 3 4-T b 9 K n ^ V ^ y U >-2-;^/ ;v >K :/d /^« >-2->f r 
;V5.00 g^, bktS*t^:7)*^8Npfpm)*>$-^. V';7xt'>>«r^;ff-r^Jia«3.97 

C U ^ V U 7 X t >' t ^ M'fe »i > ^Jfel^ 4 A J ^^«MJ 4 
B?^IV^J:?'^^> ^V7'nii-;i.ort^MT;w^;Wv!>*VU7xt->^1^^^^'Jv 
V2fiH#Jntfc'fk#t)J±^^$ti-CV^=5:7>>o/co «fi4 C-C#P,tv^cVU 7x^i^^ 

±?kS4CT?#f.^x/cv';7xt->y*^^tsa^t)0.oi g*> 

ffliiE# 2005-3036624 



#M 2004-133283 



^-'J: 18/ 



^tffi^ : i^««Ktt- : 210 nm) 

: Develosil ODS-UG-5 (150 mm X 4.6 nn ID, Nomura ChemicalttSc) 
*9AiajK:40'C 

idffl : m 

10 0 5 91 

*?!llv50 roL. m^^) ">i^6.95 g> 7X30 "^^^^t'^^liS)-!-^ ^'i'^' 3.4- 
'itx/x''M4 59 gV#fc OH-NMR (DMSO-de, - > ^^ ^^^-^^^o^^f^f 
• 51.39(9H. s). 2.72-2.9l(2H, m). 3. 28-3. 32(1H. m). 3.80-3.89(lH, m). 6.18(1H. 
s), 7.07-7.33(9H. m) . Kl::^-^^' b ^l' : •»/z=310LM+H]MFAB) 

V I' > -3- 1 96 g i: (S) -1-7 X ;V-1. 2. 3. 4-r h 9 l:: K o ^ V ^ ^^-^f 
ym 2->-f;U^nyv^-2-^;l'^;^r;i'6.00 g^, «^^*t^i^*P.8B#^RS£:>$-*> 
v; 7x:hy^^^-&^-r^M^t/0.274 g=Sr#f«:o 

B^^hiifzXo^^. tert-7'f-;wori:lM7;v^;v^*vV7xtv>^^^^'Jv^ 

> 2^ li'ftin t fc'fb'^t! t4#^ ;g tL-C =5: ^> o /Co mtm 4 D Xi# <b Hfz V V 7 x :h v y 

[0 0 6 1 1 
1^21 














0.20 






0.07 






ND 




tert--7'f-/V 


ND 



>5r*, FNDJ i:l4i|^tiiPlWT=Sf«i*U iJiJ i-e-0.005%^J.Ttr*S i i: «r75to 

[|ll®c9m#^m0Jl 
f 0 0 6 2 1 

run 1 ^^/- V 'J 7 x V y O'fk'&tiA^ '(b'&tiBS.t^'fk^tiCic^^ 

tBiE#2 005-3036624 



#®2 0 0 4- 1 3 3.2 8 3 ^-'^ • 

^'^^^_,,-tr*;?.o 1*^^WI^14.1^0H--^'>&^yV7xtv>'^r. 1*#^^l^88 

[11171 ^mmi cx^nhfitz^y^i^mKii&^m<Dvv 7 :^tv yi,^m^fl 

VhsI «^J4Dt?#^^i/c3.N^'mi::J:^^SW<^VU7xt->>lw#^m* 
HPLCH TSte L7t ^ - h -e* ;& o WB#rai^4. 5859-<0 - ^ 7&« V 'J 7 x :h > =S: 7]^ 

•to 



tiiaE# 2005-3036624 



2004-133283 



1/ 



11 



■L t, >, 



o 

I 



8 



09 
O 

JU 



c 




15.625 



. 16^14 



8' 



> 19.768 




33^ 



ffiiiE#2 005-3036624 
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2/ 




miE#2 005-3036624 
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4 



#112 004-133283 



^-V : 4/ 




[11151 



53- 



5*- 



> 



004-133283 



^-i^ : 5/ 



Q. ■ L I 



o o 




en' 



15483 



fctJiE# 2005-3036624 



#li 2 0 0 4 - 1 3 3 2 8 3 v :. 6/ 

\ 

me] 



Cd cn a» -J 




2005-3036624 
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v>«-v: 7/ 




|±1|E# 2005-3036624 



#li 2004-133283 



: 



8/E 



[HIS] 




miiE# 2005-3036624 



S^mZ 004-133283 



1/E 



Sr$^3gWtt&V'>l7xt'>'/(^M&^ (2) (lRS)-7x-;i/7- b7k: Kn-f V^'ry 
<; > * ;w ^-K >m ^ ^ ^ 'J V - ;vx;^ T * mitM^^I- i: t * a ^^ m v U 7 x t -> ><^S!i 

itft (5) 7x-;i/r h7t: KD^ v + ^ V v^^^jK^B!? 2«a7;i'^;V'^t < »i 

v; 7xt->>coi!jjt?io 



miE^ 2005-3036624 



i/E 

#M 2004-133283 
ffi M A E K It 



l^gUt-^ [ 0 0 0 0 0 6 6 7 7] 

1 . ^M^^ H 1990^ 8^10B 

ft m m^#**EB«^BT2Tg 3^1 1-^ 



ffi|E#-t m|iE#2 0 0 5 - 3 0 3 6 6 2 4 



